Background/Aims: For the treatment of malignant biliary obstruction, endoscopic retrograde biliary drainage (ERBD) has been widely accepted as a standard procedure. However, post-ERBD complications can affect the lives of patients. The purpose of this study was to identify the predictive factors for these complications, including the patient's status, cancer status, and stent type. Methods: This was a retrospective analysis conducted in a single tertiary hospital from January 2007 to July 2017. The following variables were evaluated: sex, age, body mass index, cancer type, history of pancreatitis, gallbladder stone, previous biliary stenting, precut papillotomy, stent type, contrast injection into the pancreatic duct or gallbladder, cystic duct invasion by the tumor, and occlusion of the cystic duct orifice by a metal stent. Results: Multivariate analysis showed that contrast injection into the pancreatic duct was a risk factor for pancreatitis. Patients with a history of bile drainage showed a lower risk of pancreatitis. For cholecystitis, the analysis revealed contrast injection into the gallbladder and cystic duct invasion by the tumor as important predictive factors. Metal stents showed a greater risk of post-procedure pancreatitis than plastic stents, but did not affect the incidence of cholecystitis.
IntRODuCtIOn
Patients with unresectable malignant bile duct obstruction require palliative biliary drainage. Endoscopic retrograde biliary drainage (ERBD) has become the treatment of choice for the palliation of biliary obstruction. 1, 2 The successful drainage rate of ERBD is >70%. The successful management of obstruc-tive jaundice could increase life expectancy and decrease mortality; however, the procedure itself could be fatal to patients. Further, complications after stent placement may decrease the patient's quality of life or result in severe disorders. Pancreatitis and cholecystitis are well-known complications of stent insertion that may lead to fatal consequences. Several studies have analyzed the risk factors for pancreatitis and cholecystitis after stent insertion. 3, 4 Physicians are required to obtain information about each patient' s risk status before performing the procedure, so that they are prepared for future treatment in the case of the development of complications.
During the ERBD procedure, physicians should consider a few aspects including stent type, guidewire approach, and the need for endoscopic sphincterectomy. While selecting the type of stent, physicians should consider many factors such as life expectancy and obstruction degree, risk of migration, and risk of post-procedure complication. Patients with <4 months of life expectancy are treated with plastic stents; however, plastic tube stents often become occluded by sludge. 5 Self-expandable metallic stents (SEMS) were introduced by the end of the 1980s to overcome the disadvantages of plastic stents. Then, in the 1990s, covered SEMS (CSEMS) were developed so as to prevent tumor in-growth in SEMS. 6, 7 Various studies have been conducted with a focus on comparing the advantages, disadvantages, and complications associated with the procedures utilizing plastic stents, CSEMS, and uncovered SEMS (USEMS). A few meta-analyses have revealed no differences in the rates of pancreatitis and cholecystitis between CSEMS and USEMS. 8, 9 However, the previous papers also had their own limitations, and as patients show increasingly longer survival rates, additional studies need to be done. Recently, there have been reports showing that CSEMS is associated with a higher rate of cholecystitis than USEMS, 10 and that SEMS with a high axial force are strongly associated with an increased incidence of pancreatitis. 11 The miscellaneous results indicate the scope for further research in the field of risk factors for post-procedure complications.
The purpose of this study was to identify the predictive factors for complications after biliary stent placement by considering many aspects, including the patient's status, cancer status, and stent type; in particular, an attempt was made to consider as many variables as possible along with the analysis of all 3 stent types.
MAtERIAlS AnD MEthODS

Study design and statistical analysis
This study was a retrospective analysis using a registry of cancer patients with unresectable extrahepatic malignant bile duct obstruction who underwent ERBD and stenting from January 2007 to July 2017 (n=1,080) at a tertiary referral center. We excluded participants for the following reasons: follow-up loss for >3 months, previous cholecystectomy, development of other febrile complications after the procedure during the follow-up period, and missing data. Ultimately, 375 eligible participants were included in this study. Typically, 248 patients were included in the no acute complication group, 97 patients were included in the pancreatitis group, and 30 patients were included in the cholecystitis group ( Fig. 1 ). Subsequently, individual characteristics were analyzed and a risk factor analysis was conducted. This study was approved by the Institutional Review Board of the Samsung Medical Center, and the requirement for informed consent was waived because only de-identified data were employed. We used the chisquare test, Kruskal-Wallis rank sum test, and Fisher's exact test for comparative analysis of categorical variables. A value of p<0.05 was considered to be statistically significant. Univariate and multivariate logistic regression analyses were used to identify the risk factors for post-procedure pancreatitis and cholecystitis.
Endoscopic procedure
Plastic stents, CSEMS, and USEMS were placed using endoscopic retrograde cholangiopancreatography (ERCP). The stent type or procedure progression was determined by each physician based on interactions with the patient, and all of the physicians were experts in performing ERCP procedures. The papilla was managed with sphincterectomy or pre-cut papillotomy, including infundibulotomy and transpancreatic septotomy. However, a few patients did not undergo sphincterotomy because of a bleeding tendency or a previous sphincterectomy. During the analysis of the type of stents, partially covered metal stents were included in the covered metal stent group in this study. At our hospital, we did not perform prophylactic pancreatic duct stenting.
Clinical outcomes
The primary outcome of this study was the incidence of cholecystitis and pancreatitis after ERBD. Secondarily, we evaluated various parameters to identify the predictive factors for pancreatitis and cholecystitis. The following variables were evaluated during pancreatitis analysis: (1) sex; (2) age;
(3) body mass index (BMI); (4) cancer type (pancreas cancer or non-pancreas cancer); (5) pancreatitis history; (6) previous biliary stenting including ERBD, percutaneous transhepatic biliary drainage (PTBD), and endoscopic nasobiliary drainage (ENBD); (7) pre-cut sphincterotomy; (8) stent type (plastic, covered metal, or uncovered metal); and (9) contrast injection into the pancreatic duct. The following variables were evaluated during cholecystitis analysis: (1) sex; (2) age; (3) BMI; (4) cancer type (gallbladder cancer or non-gallbladder cancer); (5) history of gallbladder stone; (6) previous biliary stenting including ERBD, PTBD, and ENBD; (7) pre-cut sphincterotomy; (8) stent type (plastic, covered metal, or uncovered metal); (9) contrast injection into the gallbladder; (10) cystic duct invasion by the tumor; and (11) occlusion of the cystic duct orifice by a metal stent.
Definitions of outcomes
Pancreatitis
The diagnosis of pancreatitis was based on the occurrence of abdominal pain after the procedure and elevation in serum amylase or lipase levels 3 times greater than the upper limit of normal.
To depict the association of pancreatitis with the procedure, the occurrence of pancreatitis was defined as the presence of symptoms within 3 days after the procedure. The grading of severity was as follows: mild, requiring admission for ≤3 days due to pancreatitis; moderate, requiring admission for 4-10 days due to pancreatitis; and severe, requiring >10 days of hospitalization, intensive care, or surgical intervention due to pancreatitis.
Cholecystitis
The diagnosis of cholecystitis was based on the occurrence of typical abdominal pain in the right upper quadrant or epigastric area, and computed tomography or sonographic findings of cholecystitis within 3 months after stent insertion. To describe the relationship with the procedure, the occurrence of cholecystitis was defined as the presence of symptoms within 3 months after the procedure. The grading of severity was as follows: mild, requiring only antibiotics and drainage procedure due to cholecystitis; severe, requiring intensive care or requiring surgical intervention.
RESultS
Patient characteristics
The patients' baseline characteristics are listed in Table 1 ; there were no prominent differences in sex, age, BMI, pancreatitis history, gallbladder stone, or stent type. However, with respect to cancer type, heterogeneity was observed in the 3 groups (p=0.029). Pancreatic cancer accounted for >40% in the no immediate complication group and pancreatitis group; however, in the cholecystitis group, cholangiocarcinoma accounted for only 50%. For the purpose of analysis and to overcome the issue of heterogeneity, pancreatic cancer versus non-pancreatic cancer was analyzed in terms of pancreatitis, and gallbladder cancer versus non-gallbladder cancer was analyzed in terms of cholecystitis.
The onset of pancreatitis was within 24 h in all cases. Of the patients with pancreatitis, 61 (62.6%) were cured by fasting, whereas 36 (37.1%) were treated by fasting and with medications such as nafamostat, gabexate, or ulinastatin. The severity of pancreatitis was mild in 86 patients and moderate in 11 patients. None of the patients had severe pancreatitis. The onset of cholecystitis was within 3 months in all cases. In the patients with cholecystitis, 9 (30%) were treated by fasting and antibiotics, 2 (6.7%) underwent ERBD for the treatment of obstructive cholecystitis, and 19 (53.3%) were treated by percutaneous gallbladder drainage. Table 2 shows the univariate and multivariate analyses of risk factors for pancreatitis. Univariate analysis revealed that female sex, increased BMI, and contrast injection into the pancreas were significant predictive factors for pancreatitis. Further, the incidence of previous biliary stenting including ERBD and PTBD was lower in patients with pancreatitis than in patients with no complication (p<0.0001). After multivariate analysis, a positive pancreatogram, representing contrast injection into the pancreatic duct, was identified as the only significant risk factor (odds ratio [OR], 6.717; 95% confidence interval [CI], 3.627-12.439).
Risk factor analysis for post-ERBD pancreatitis
Because a positive pancreatogram was the largest confounder, subgroup analysis was performed in the case of patients without contrast injection into the pancreatic duct. The results of the subgroup analysis are shown in Table 3 . Biliary drainage history was identified to have a decreased risk of pancreatitis (hazard ratio [HR], 0.262; 95% CI, 0.121-0.571). In addition, in terms of the stent type, there was some difference when comparing the 3 groups (p=0.02). Therefore, additional analysis was conducted to compare different types of models: model 1, plastic versus uncovered, plastic versus covered; model 2, plastic versus metal; and model 3, USEMS versus CSEMS. Means, median, or numbers were significantly different between the 2 groups, p<0.05. Means, medians, or numbers were significantly different between the 2 groups, p<0.05. b) Means, p<0.01.
Consequently, in the cases with a plastic stent, a significant reduction in the incidence of pancreatitis was observed as compared with the cases with the other 2 metal stents, and the comparative result with USEMS was more prominent (HR, 2.766; 95% CI, 1.348-5.677; p=0.006). There was no difference between USEMS and CSEMS. Table 4 shows the univariate and multivariate analyses of risk factors for cholecystitis. Univariate analysis revealed that contrast injection into the gallbladder and cystic duct invasion by the tumor were the important risk factors for cholecystitis, and multivariate analysis showed similar results (OR, 3.342; Means, medians, or numbers were significantly different between the 2 groups, p<0.05. b) Means, p<0.01. . With respect to gallbladder stone, the p-value was 0.063 in the univariate analysis, which did not indicate a significant difference. However, in the patients positive for gallbladder stone, the tendency toward a high risk of cholecystitis was apparent based on the p-value. Subgroup analysis was again performed in patients without contrast injection into the gallbladder, as contrast injection into the gallbladder may act as a strong confounder (Table 5 ). Nevertheless, we could not find any particular difference, except for a slight increase in elderly patients with an HR of 1.045 (95% CI, 1.002-1.089).
Risk factor analysis for post-ERBD cholecystitis
DISCuSSIOn
Our study clarified some predictive factors for pancreatitis and cholecystitis in patients with unresectable cancer-related malignant bile duct obstruction. Contrast injection into the pancreatic duct was a predictive factor for pancreatitis, whereas contrast injection into the gallbladder and cystic duct invasion by the tumor were predictive factors for cholecystitis after ERBD for malignant biliary obstruction. With respect to stents, metal stents including covered and uncovered stents exhibited an increased risk of post-procedure pancreatitis than plastic stents, but demonstrated no difference in the incidence of cholecystitis.
In previous studies, the incidences of pancreatitis and cholecystitis were approximately 5%-10%. [12] [13] [14] In this study, the incidence of post-ERCP pancreatitis (26%) was higher than expected based on previous studies, because we routinely check the serum amylase and lipase levels on the next day of the ERCP, and values 3 times the upper limit could be diagnosed as post-ERCP pancreatitis with mild abdominal discomfort.
Further, as confirming the discharge was delayed for >1 day because of abdominal discomfort, we attempted to meet the diagnostic criteria.
In this study, higher BMI did not depend on predictive factors in multivariate analysis but was statistically significant in univariate analysis. Obesity promotes inflammation and inhibits autophagy, creating an environment that induces and causes the progression of pancreatitis. 15 In the present study, the mean BMI of patients with pancreatitis was higher than that of patients in the no complication group by approximately 0.83 kg/m². Although the difference was not large, it is still reasonable to propose that patients with gross obesity should be managed carefully after the procedure for the possible development of pancreatitis.
Contrast injection into the pancreatic duct or gallbladder was the significant independent predictive factor for pancreatitis and cholecystitis, as well as the most important predisposing factor.
Contrast injection into the pancreatic duct has already been reported to be a risk factor for post-ERBD pancreatitis and to be possibly related to difficulty in cannulation. 12 Obviously, it is important to avoid unnecessary pancreatography when performing ERCP. However, there exist limitations to the human procedure, as a few reports have proposed that the prophylactic placement of a pancreatic duct stent may decrease the risk of pancreatitis after ERBD based on its efficacy in preventing post-ERCP pancreatitis in high-risk patients. 16, 17 However, at our hospital, we did not perform prophylactic pancreatic duct stenting. This is because of the additional costs associated with the additional endoscopic procedures for stent removal.
Similarly, contrast injection into the gallbladder was observed as a predictive factor for cholecystitis after malignant biliary obstruction in our study, and it may possibly be related to the location of cancer, because if the cancer is in the vicinity of the cystic duct orifice, there may be retention of the Means, medians, or numbers were significantly different between the 2 groups, p<0.05.
contrast agent. Previous studies have suggested that the incidence of cholecystitis may be related to the location of cancer, especially across the cystic duct orifice, 18 and our study can support this claim. The occlusion of the opening of the cystic duct by the tumor or stent placement causes insufficient bile drainage, which can be a predictive risk factor for cholecystitis.
Our study did not recognize the presence of gallstone as a significant risk factor for cholecystitis; however, based on the p-value (0.063), we were able to presume the tendency of high-risk cholecystitis in patients with gallbladder stone. Bile flow around the cholelithiasis may depend on the size, number, and location of gallstones. Therefore, theoretically, patients with gallbladder stones are at a high risk for late biliary complications after ERCP. In addition, as suggested by Tsujino et al., the long-term outcomes of complications become favorable when patients with concomitant gallbladder stones undergo cholecystectomy. 19 Among the 3 types of stents, it was difficult to identify any difference in the overall analysis; however, after correcting for the presence of a pancreatogram, metal stents were found to more likely lead to post-ERBD pancreatitis than plastic stents. Axial force is the recovery force that straightens the stent after it had bended from the sides. Several studies reported that stents with a high axial force were strongly associated with a high incidence of pancreatitis, and speculated that the axial force may compress the pancreatic duct. 11 Plastic stents were left in place with no changes; however, metal stents can follow the above mechanism, thus increasing the possibility of pancreatitis. There was no difference between USEMS and CSEMS in terms of pancreatitis.
Some studies have reported on the association between the SEMS type and the risk of cholecystitis. In a recent study, increased rates of cholecystitis in CSEMS compared with USEMS were demonstrated; 10 this is because interruption of bile flow from the gallbladder by covered stents may affect the pathophysiology of acute cholecystitis. However, our study did not demonstrate increased rates of cholecystitis among stent groups. Further studies on the different types of stents and complications involving a larger number of patients are thus necessary.
According to the results of a recent meta-analysis, endoscopic sphincterotomy preceding biliary stenting shows a protective effect against post-ERCP pancreatitis in patients with proximal bile duct obstruction. 20, 21 In our study, patients with a bile drainage history also showed a lower risk of pancreatitis. This may be because the development of pancreatitis was common during cannulation, and a previous endoscopic sphincterectomy status makes cannulation easier.
This study has several limitations. First, as this was a ret-rospective study, unrecognized biases may have existed. In particular, the situation at the time of the procedure could not be confirmed accurately, and the presence of contrast is confirmed through photographs after the procedure. Second, the small number of study patients, the heterogeneity in the types of cancer, and the various stent types can lead to biased judgments. Different stents made by various manufacturers may have different axial force values. Hence, as the number of patients was small, it was difficult to interpret the results. Third, we included partially covered metallic stents in the covered metal stent group, as only a few patients had this stent type. Despite these limitations, the present study has some strengths. We included the maximum parameters of the patients and cancer characteristics by evaluating 3 different types of stents in all cases. Previous studies demonstrated a tendency toward focusing on the differences between USEMS and CSEMS (metal stents), or in terms of metal versus plastic; however, in this study, we performed analysis of all 3 types, as well as of plastic versus metal stents and USEMS versus CSEMS. Endoscopic biliary stent placement is a well-established palliative treatment for patients with inoperable malignant obstruction. However, this procedure is associated with several complications including pancreatitis and cholecystitis, which affect the quality of life of patients. Thus, there is a need for further studies to determine the risk factors for post-procedure pancreatitis and cholecystitis. In this study, various factors were analyzed, but contrast injection into the pancreatic duct and gallbladder was the significant independent risk factor for both pancreatitis and cholecystitis. This suggests that a careful approach by the physician is essential in preventing post-procedure complications. With respect to stents, our study showed that metal stents have a higher risk than plastic stents of causing post-ERBD pancreatitis.
In conclusion, it is important for physicians to perform ERCP carefully in patients with several risk factors for complications. Further research can aid the development of various stents and procedures, which may be helpful to physicians in selecting the appropriate stent type or procedure type, or in prescribing prophylactic medications in difficult cases. This approach will help avoid severe complications in patients.
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